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1 . (Amended) A method for modulating the expression of an exog^^ous gene in an 
isolated cell containing: 

(i) a DNA construct comprising said exogenous gene ufider the control of a 
response element to which the modified ecdysone recefitor of (ii) binds, wherein 
said response element has substantially no binding a^miity for famesoid X 
receptor (FXR); and 

(ii) a modified ecdysone receptor which, huSie presence of a ligand therefor, 
and optionally in the further presence of a rewptor cq)able of acting as a silent 
partner therefor, binds to said response ekment, wherein said modified ecdysone 
receptor comprises: (a) a ligand binding domain capable of binding an 
ecdysteroid, (b) a DNA-binding dojjmn obtained from a DNA-binding protein; 
and (c) an activation domain of a/franscription factor, wherein at least one of said 
DNA-binding domain or said activation domain is not obtained from a native 
ecdysone receptor, with the woviso that when said activation domain is derived 
from a glucocorticoid receptor, said DNA-binding domain is not derived firom a 
glucocorticoid receptor /r an E, coli LexA protein; 

said method comprising providing to the cell an effective amount of one or more ligands 
for said modified ecdysone receptor; wherein said one or more ligands are not normally present 
in the cell; and wherein said on^^r mbi;^ligands a re not toxic to said cell 

0 3. (Amended) A method according^V^aim 1 wherein said modified ecdysone 

receptor is further characterized as having substantiall^s^o constitutive activity in mammalian 
cells. 





4. (Amended) A method accor 
said modified ecdysone receptor is derive 
superfamily of receptors. 



ig to claim 1 wherein the DNA-binding domain of 
o>m a member of the steroid/thyroid hormone 



5. (Amended) A method according to claim 1 wherein said activation domain is 
obtained from a member of the steroid/thyroid horaione superfamily of receptors- 
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6. (Amended) A tnethod^Mording to claim 1 wherein said activation domain is a 
glucocorticoid receptor activation domaiiC\VP16 activation domain or a GAL4 activation 
domain. 




1 1 . (Amended) A me^od according to clainil', wherein said receptor enable of 



acting as a silent partner is 



19. (Amended) A method accordmcto claim 1 wherein said exogenous gene is a 



wild type gene and/or g^e of interest. 



/ 




iod according to claim 19 wherein said gene of interest 




21. (Amended) A: 
encodes products: 

which axe toxic to the cells in whi^they are expressed; or 
which in^art a beneficial property to cbUs in which they are expressed. 



Tession of an exogenous gene in an 



\^ (Amended) A method of inducing the i 

isolated cell containing: 

(i) a DNA construct comprising an exogdnous gene under the control of a 
response element to which the modified ecdysone receptor encoded by the DNA 
of (ii) binds, wherein said response element has substantially no binding affinity 
for famesoid X receptor (FXR); 

(ii) DNA encoding a modified ecdysone recq)tor under the control of an 
inducible promoter, wherein said modified ecdysone receptor, in the presence of a 
ligand therefor, and optionally iiyflie further presence of a receptor capable of 
acting as a silent partner thererar^ binds to said response element, and wherein 
said modified ecdysone recq;nor comprises: (a) a ligand binding domain capable 
of binding an ecdysteroid, ^b) a DNA-binding domain obtained fiom a DNA- 
binding protein; and (c) m activation domain of a transcription factor, wherein at 
least one of said DNA;6inding domain or said activation domain is not obtained 
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from a native ecdysone receptor, with the proviso that whq/said activation 
domain is derived from a glucocorticoid receptor, said DNA-binding domain is 
not derived firom a glucocorticoid receptor or an E. coMl LexA protein; and 
(iii) one or more ligands for said modified ecdyaeme receptor; 
said method comprising subjecting said cell to condition/ suitable to induce expression of 
said modified ecdjrsone receptor. 




23 . (Amended) A method of inducing expression of an exogenous gene in an isolated 
cell containing a DNA construct containing said exoge&ous gene under the control of a response 
element to which a modified ecdysone receptor binds, wherein said response element has 
substantially no binding affinity for famesoid X nSceptor (FXR), said method comprising 
introducing into said cell: 

a modified ecdysone receptor, whereii/ said modified ecdysone receptor comprises: (a) a 
ligand binding domain capable of binding an ecdysteroid, (b) a DNA-binding domain obtained 
from a DNA-binding protein; and (c) an activation domain of a transcription factor, wherein at 
least one of said DNA-binding domain ybr said activation domain is not obtained from a native 
ecdysone receptor, with the proviso that when said activation domain is derived &om a 
glucocorticoid receptor, said DNA-Vinding domain is not derived from a glucocorticoid receptor 
or an E- coli LexA protein; and 

one or more ligands for^aid modified ecdysone receptor, 

wherein said receptor Jhi combination with a ligand therefor, and optionally m the further 
presence of a receptor capable of acting as a silent partner therefor, binds to said response 
element, activating transcription therefixwn, 
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24. (Amended) A method for the expression of a recom)Mnant product detrimental to 
isolated host cells, said method comprising: 

transforming suitable isolated host cells with: 

(i) a DNA construct encoding said recombtiant product under die control of a 
respotise element to which the modified ecdVsone receptor encoded by the DNA 
of (ii) binds, wherein said response elemeni has substantially no binding affinity 
for famesoid X receptor (FXR), and 

(ii) DNA encoding a modified ecdj^one receptor, wherein said modified 
ecdysone receptor comprises: (a) a li^and binding domain capable of binding an 
ecdysteroid, (b) a DNA-binding domain obtained fit)m a DNA-binding protein; 
and (c) an activation domain of a/transcription factor, wherein at least one of said 
DNA-binding domain or said aotivation domain is not obtained from a native 
ecdysone receptor, with the pniviso that when said activation domain is derived 
from a glucocorticoid receptc&r, said DNA-binding domain is not derived from a 
glucocorticoid receptor or aL K coli LexA protein; 

growing said host cells in suitabl/media; and 

inducing expression of said recombinant product by introducing into said host cells one 
or more ligands for said modified ecdysone receptor, and optionally a receptor capable of acting 
as a silent partner for said modifiedyfecdysone receptor. 




50. (Amended) A method for modulating the exj^ession of an exogenous gene in an 
isolated cell containing: 

(i) a DNA construct comprising said Oogenous gene xmder the control of an 
ecdysone response element; and 

(ii) a modified receptor which, in t)ie presence of a hgand therefor, and 
optionally in the further presence of A receptor capable of acting as a silent partner 
therefor, binds to said ecdysone reqjonse element, wherein said modified rweptor 
has substantially no binding affiifity for endogenous response elements, and 
wherein said modified recepto/ comprises: (a) a Ugand binding domain capable of 
binding an ecdysteroid; (b) ^NA-binding domain derived fiom a DNA-binding 
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protein, wherein said DNA-binding domain has subst^tially no binding affinity 
for endogenous response elements; and (c) an actii^on domain of a transcription 
factor, with the proviso that when said activation/aomain is derived from a 
glucocorticoid receptor, said DNA-binding domain is not derived from a 
glucocorticoid receptor or an E. coli LexA/protein; 
said method comprising providing to the cell a^eflfwtive amount of one or more ligands 
for said modified receptor; wherein said one or mote ligands are not normally present in the cell; 
and wherein said one or more ligands are not toxic to said cell. 

5 1 . (Amended) A method according to claim 50, wherein said receptor capable of 
) acting as a silent partner is present. 

52, (Ajtnended) A method according to claim 51, wherein said receptor capable of 
acting as a silent partner is ultrasiwacle, 

0^3^ 54. (Ainende|i) A method according to claim 51, wherein said receptor capable of 




acting as a silent partn^ is RXR. 



\ 55, (Amended) A method according to 54, wherein said RXR is exogenous to 



said cell. 



57. (Amended) A method accob^g to claim 50 wherein said modified receptor is 




\ further characterized as having substantially nokstivity in mammalian cells. 



(Amended) A method accordin^to claim S^^wher^^ 
of said modified recq)tor is derived from a iperaber of the steroid/thyroid hormone superfamily 
of receptors. 



59. (Amended) A method/according to claim 50 wherein said activation domain is 
derived JErom a member of the steroifl/thyroid homione superfamily of receptors. 
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60. (Amended) A method ac^rding to claim SO wherein said activation domain is a 
glucocorticoid receptor activation domain, a^l6 activation domain or a GAL4 activation 
domain. 



wild type gene and/or gene of interest. 





64. (Amended) A method according to claim 50 wherein said exogenous gene is a 



66* (Amended) A method ace* 
encodes products: 

which are toxic to the cells in which they ar^ 
which impart a beneficial property to cells in 



Lg to claim 64 wherein said gene of interest 




; or 

are expressed. 



67. (Amended) A method of indiicing the expressijin or an exogenous gene in an 
isolated cell containing: 

(i) a DNA construct con^rising an exg^enous gene under the control of an 
ecdysone response element, 

(ii) DNA encoding a modified receiptor under the control of an inducible 
promoter, wherein said modified receptor, in the presence of a ligand therefor, 
and optionally in the further presence of a receptor capable of acting as a silent 
partner therefor, binds to said ecdysone response element, wherein said modified 
receptor has substantially no binding aflBnity for endogenous response elements, 
and wherein said modified receptor comprises: (a) a ligand binding domain 
capable of binding an ecdy^teroid; (b) a DNA-binding domain derived from a 
DNA-binding protein, wj/erein said DNA-binding domain has substantially no 
binding affinity for endogenous response elements; and (c) an activation domain 
of a transcription factor, with the proviso that when said activation domain is 
derived &om a glucpcorticoid receptor, said DNA-binding domain is not derived 
firom a glucocorticoid receptor or an E. coli LexA protein; 

(iii) one or more Ugands for said modified receptor; 
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said method comprising subjecting said cell to conditions suitable to induce exOTession of 
said modified receptor. 

68. (Amended) A method of inducing expression of an exogenous /ene in an isolated 
cell containing a DNA construct containing said exogenous gene under the control of an 
ecdysone response element, said method comprising introducing into said^ cell; 

a modified receptor, wherein said modified receptor has substamally no binding affinity 
for endogenous response elements, and wherein said modified receptor comprises: (a) a hgand 
binding domain enable of binding an ecdysteroid; (b) a DNA-bii^ing domain derived from a 
DNA-binding protein, wherein said DNA-binding domain has substantially no binding affinity 
for cndogMOUS response elements; and (c) an activation domdin of a transcription fiictor, with 
the proviso that when said activation domain is derived fro^h a glucocorticoid receptor, said 
DNA-binding domain is not derived from a glucocortico^ receptor or an E. coli LexA protein; 
and 

one or more ligands for said modified receptcfr, 

wherein said modified receptor, in combinsKion with a ligand therefor, and optionally in 
the further presence of a receptor capable of acting as a silent partner therefor, binds to said 
ecdysone response element, activating transcrption therefi:x)m, 

69. (Amended) A method for t)4e expression of a recombinant product detrimental to 
isolated host cells, said method comprisi 

transforming suitable isolated host cells with: 

(i) a DNA construct encoding said recombinant product under the control of 
an ecdysone responste element, and 

(ii) DNA encoding a modified receptor, wherein said modified receptor has 
substantially noJoinding affinity for endogenous response elements, and wherein 
said modified i^ceptor comprises: (a) a hgand binding domain capable of binding 
an ecdysteroM; (b) a DNA-binding domain derived from a DNA-binding protein, 
wherein saw DNA-binding domain has substantially no binding affinity for 
endogencois response elements; and (c) an activation domain of a transcription 
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factor, with the proviso that when said activation domain is derived from a 
glucocorticoid receptor, said DNA-binding domain is not d^ved from a 
glucocorticoid receptor or an E, coli LexA protein; and 
growing said host cells in suitable media; and 
inducing expression of said recombinant product by introduofiig into said host cells one 
or more ligands for said modified receptor, and optionally a recOTW capable of acting as a silent 
partner for said modified receptor. 




70. (Amended) A method for modulating the ^(kpression of an exogenous gene in an 
isolated cell containing: 

(i) a DNA construct comprising s^d exogenous gene under the control of an 
ecdysone response element; and 

(ii) a modified receptor which^ in the presence of a ligand therefor, and 
optionally in the further present of a receptor capable of acting as a silent partner 
therefor, binds to said ecdysone response element wherein said modified receptor 
has substantially no constimtive activity in mammaUan cellSi and wherein said 
modified receptor comprises: (a) a ligand binding domain capable of binding an 
ecdysteroid; (b) a DNAj4)inding domain derived from a DNA-binding protein, 
wherein said DNA-bifiding domam has substantially no binding afiinity for 
endogenous response elements; and (c) an activation domain of a transcription 
factor, with the pro/viso that when said activation domain is derived from a 
glucocorticoid receptor, said DNA-binding domain is not derived firom a 
glucocorticoid ifeceptor or an E. coli LexA protein; 

said method comprising providing to the cell an effective amount of one or more Ugands 
for said modified receptor, therein said one or more ligands are not normally present in the cell; 
and wherein said one or rnore ligands are not toxic to said cell. 
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71 . (Amended) A method for modulating the expression of an ex^^enous gene in an 
isolated cell containing: 

(i) a DNA construct comprising said exogenous gene ukder the control of an 
ecdysone response element; and 

(ii) a modified ecdysone receptor which, in the presence of a ligand therefor, 
and optionally in the further presence of a receptor capable of acting as a silent 
partner therefor, binds to said ecdysone response element, wherein said modified 
receptor has an altered DNA binding specificity r^elative to the wildtype receptor 

, < fiom which it is derived, and wherein said modified ecdysone receptor comprises: 

' / 

' ^ (a) a hgand bindixig domain enable of binding an ecdysteroid, (b) a DNA- 

binding domain obtained from a DNA-binding protein; and (c) an activation 
domain of a transcription factor, wherein d least one of said DNA-binding 
domain or said activation domain is not (Stained fiom a native ecdysone receptor, 
with the proviso that when said activation domain is derived fiom a 
glucocorticoid receptor, said DNA-binding domain is not derived from a 
glucocorticoid receptor or an E. coli/LexA protein; 
said method comprismg providing to the cell an effective amount of one or more ligands 
for said modified ecdysone receptor; wherein said one or more ligands are not nonnally present 
in the cell; and wherein said one or more liganos are not toxic to said cell, 

72. (Amended) A method for modulating the expression of an exogenous gene in a 
mammahan subject containing: 

(i) a DNA construct comprising said exogenous gene under the control of a 
response element to whim the modified ecdysone receptor of (ii) binds, wherein 
said response element Ijas substantially no bmding affinity for famesoid X 
receptor (FXR); and 

(ii) a modified ecdysone receptor which, m the presence of a ligand therefor, 
and optionally in the further presence of a receptor capable of acting as a sUtat 
partner therefor, binds to said response element, and wherein said modified 
ecdysone recepton comprises: (a) a ligand binding domain capable of binding an 
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ecdysteroid, (b) a DNA-binding domain obtained from a DNA-bind^ protein; 
and (c) an activation domain of a transcription factor* wherein at least one of said 
DNA-binding domain or said activation domain is not obtained: from a native 
ecdysone receptor, with the proviso that when said activatioii domain is derived 
from a glucocorticoid receptor, said DNA-binding domaiji is not derived from a 
/-x^^ glucocorticoid receptor or an E, coli LexA protein; 

y V said method comprising providing to said subject an effective amount of one or more 

^ ligands for said modified ecdysone receptor; wherein said one orinore ligands are not normally 
present in said subject; and wherein said one or more ligands a^ not toxic to said subject. 



0^ 



73. (Amended) A method of inducing the expression of an exogenous gene in a 
mammalian subject containing: 

(i) a DNA construct comprising anr exogenous gene under the control of a 
response element to which the modified ecdysone receptor encoded by the DNA 
of (ii) binds, wherein said responser element has substantially no binding affinity 
for famesoid X receptor (FXR); 

(ii) DNA encoding a modified ecdysone receptor under the control of an 
inducible promoter, wherein /aid modified ecdysone receptor, in the presence of a 
ligand therefor, and optionaUy in the fiirther presence of a receptor capable of 
acting as a silent partner tnerefor, binds to said response element^ and wherein 
said modified ecdysone receptor comprises: (a) a Ugand binding domain cqjable 
of binding an ecdysteroid, (b) a DNA-binding domain obtained from a DNA- 
binding protein; and 0) an activation domain of a transcription factor, wherein at 
least one of said DNA-binding domain or said activation domain is not obtained 
from a native ecdysone receptor, with the proviso that when said activation 
domain is derived from a glucocorticoid receptor, said DNA-binding domain is 
not derived from a glucocorticoid receptor or an E, coli LexA protein; and 

(iii) one oymoro ligands for said modified ecdysone receptor; 

said method comprising subjecting said subject to conditions suitable to induce 
expression of said modified ecdysone receptor 
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74. (Amended) A method of inducing expression of an exogenouSygene in a 
mammalian subject containing a DNA construct containing said exogenous gene under the 
control of a response element to which the modified ecdysone receptor described below binds, 
wherein said response element has substantially no binding affinity for fpnesoid X receptor 
(FXR), said method comprising introducing into said subject; 

a modified ecdysone receptor, wherein said modified ecdyson^ receptor comprises: (a) a 
ligand binding domain capable of binding an ecdysteroid, (b) a DNA-binding domain obtained 
firom a DNA-binding protein; and (c) an activation domain of a traMcription factor, wherein at 
least one of said DNA-binding domain or said activation domain is not obtained firom a native 
ecdysone receptor, with the proviso that when said activation domain is derived fi?om a 
glucocorticoid receptor, said DNA-binding domain is not deriv^ firom a glucocorticoid receptor 
or an E. coll LexA protein; and 

one or more ligands for said modified ecdysone receptor, 

wherein said modified ecdysone receptor, in combination with a ligand therefor, and 
optionally in the further presence of a receptor capable of acrting as a silent partner therefor, 
binds to said response element^ activating transcription thecefi^om. 



75. (Amended) A method for modulating theyexpression of an exogenous gene in a 
mammalian subject containing: 

(i) a DNA construct comprising saiyi exogenous gene under the control of an 
ecdysone response element; and 

(ii) a modified receptor which, in fxo presence of a ligand therefor, and 
optionally in the fiirther presence of a receptor capable of acting as a silent partner 
therefor, binds to said response elenient, wherein said modified receptor has 
substantially no binding affinity fon endogenous response elements, and wherein 
said modified receptor comprises: (a) a ligand binding domain capable of binding 
an ecdysteroid; (b) a DNA-binding domain derived from a DNA-binding protein, 
whCTein said DNA-binding domain has substantially no binding affinity for 
endogenous response elements; and (c) an activation domain of a transcription 
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factor, with the proviso that when said activation domain is derived from a 
glucocorticoid receptor, said DNA-binding domain is not^rived from a 
glucocorticoid receptor or an E. coli LexA protein; 
said method comprising providing to said subject an effective amount of one or more 
ligands for said modified receptor; wherein said one or more lig^ms are not normally present in 
said subject; and wherein said one or more ligands are not toxi/ Eo said subject. 





76. (Amended) A method of inducing the exj^ression of an exogenous gene in a 
maimnalian subject containing: 

(i) a DNA construct comprising ^ exogenous gene under the control of an 
ecdysone response element, 

(ii) DNA encoding a modifie)^ receptor under the control of an inducible 
promoter, wherein said modified receptor, in the presence of a Ugand therefor, 
and optionally in the further presence of a receptor capable of acting as a silent 
partner therefor, binds to saica ecdysone response element, wherein said modified 
receptor has substantially nb binding affinity for endogenous response elements, 
and wherein said modified receptor comprises: (a) a ligand binding domain 
capable of binding an ecdysteroid; (b) a DNA-binding domain derived from a 
DNA-binding proteini; wherein said DNA-binding domain has substantially no 
binding affinity foc^ndogenous response elements; and (c) an activation domain 
of a transcription/factor, with the proviso that when said activation domain is 
derived from a ^ucocorticoid receptor, said DNA-binding domain is not derived 
from a glucocc(rticoid receptor or an E. coli LexA protein; 

(iii) one ot more ligands for said modified receptor; 

said method compnsing subjecting said subject to conditions suitable to induce 
expression of said modified receptor. 
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77. (Amended) A method of inducing expression of an fincogenous gene in a 
mammalian subject containing a DNA construct containing said^ogenous gene under the 
control of an ecdysone response element, said method comprising introducing into said subject: 
a modified receptor, wherein said modified receptor lias substantially no bindmg affmity 
for endogenous response elements, and wherein said mocUfied receptor comprises: (a) a ligand 
binding domain capable of binding an ecdysteroid; (b) arDNA-binding domain derived from a 
DNA-binding protein, wherein said DNA-binding d<Mnain has substantially no binding affinity 
for endogenous response elements; and (c) an activation domain of a transcription factor, with 
the proviso that when said activation domain is derived from a glucocorticoid receptor^ said 
DNA-binding domain is not derived from a gljrcocorticoid receptor or an E. coli LexA protein; 
and 

one or more ligands for said modified receptor, 

wherein said modified receptor, in connection with a ligand therefor, and optionally in 
the further presence of a receptor caprole of acting as a silent partner therefor, binds to said 
ecdysone response element, activating transcription therefrom. 



I 



Please cancel claims 2 and 56 without prejudice. 
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